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Antibodies
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Validation

All data that support the conclusions in this manuscript are available from the corresponding author upon reasonable request. The source data of immunoblot are

provided. The raw data used for generating Figs. 1–6 and Extended Data Figs. 1–8 are included in Source Data files.

All the experiments were performed using sample sizes based on standard protocols in the field. No statistical tests were used to calculate
sample size.

For xenograft in vivo experiments, mice were excluded from the analysis if euthanasia had to be applied due to ulcerations tumor growth

prior to the end point of the experiment.

Multiple independent repeats were included for related experiments. Each experiment was performed for at least three times to make sure

similar results are reproducible.

For the xenograft studies, 4-6 week female nude mice were chosen as xenograft hosts and randomly allocated into experimental groups. For

the PDX models, 4-6 week NSG mice were chosen as xenograft hosts and randomly allocated into experimental groups.

For cell-based experiments, western blotting and FACS, blinding was not possible because the experiments were performed by a single

researcher.

KEAP1 (Santacruz, sc-365626, 1:1000 dilution), FSP1 (1:1,000, Proteintech, no. 20886-1-AP), vinculin (1:5,000, Sigma, no. V4505),
SLC7A11 (1:2,000, Cell Signaling Technology, no. 12691S), GPX4 (1:1,000, R&D Systems, no. MAB5457), COQ2 (1:1,000, Santacruz,
no. sc-51707), NRF2 (1:1,000, Cell Signaling Technology, no. 12721S), DHODH (1:1,000, 14877-1-AP, Proteintech), phospho-histone
H2A.X (Ser139) (EMD Millipore, 05-636, 1:500 dilution), 4-HNE (1:400, Abcam, ab46545), anti-cleaved caspase-3 (1:500, Cell Signaling
Technology, 9661s).

All antibodies used in our study have been validated and detailed information could be found on the website from manufactures
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Methodology

Sample preparation

as listed below. Some of them have also been validated by our experiments as shown in this manuscript using either overexpress,
knockout or knockdown strategies.

anti-cleaved caspase-3: https://www.cellsignal.com/products/primary-antibodies/cleaved-caspase-3-asp175-antibody/9661

H2A.X: https://www.emdmillipore.com/US/en/product/Anti-phospho-Histone-H2A.X-Ser139-Antibody-clone-
JBW301,MM_NF-05-636

DHODH: https://www.ptglab.com/products/DHODH-Antibody-14877-1-AP

GPX4: https://www.rndsystems.com/products/human-mouse-rat-glutathione-peroxidase-4-gpx4-antibody-565320_mab5457.

Vinculin: https://www.sigmaaldrich.com/catalog/product/sigma/v4505?lang=en&region=US.

SLC7A11: https://www.cellsignal.com/products/primary-antibodies/xct-slc7a11-d2m7a-rabbit-mab/12691.

KEAP1: https://www.scbt.com/p/keap1-antibody-g-2

COQ2: https://www.scbt.com/p/coq2-antibody-2b4.

FSP1: https://www.ptglab.com/products/AIFM2-Antibody-20886-1-AP.htm

NRF2: https://www.cellsignal.com/products/primary-antibodies/nrf2-d1z9c-xp-rabbit-mab/12721

4-HNE: https://www.abcam.com/4-hydroxynonenal-antibody-ab46545.

Ki67: https://www.cellsignal.com/products/primary-antibodies/ki-67-d2h10-rabbit-mab-ihc-specific/9027.

HEK-293T and A549 cell lines were obtained from American Type Culture Collection (ATCC). H1299, H23, H2126, H460,
H1703 cell lines were obtained from Dr. Bingliang Fang at MD Anderson Cancer Center.

Cell lines were not authenticated.

All cell lines tested negative for mycoplasma contamination.

HEK-293T cells were used to for lentiviral production and luciferase reporter assay.

Athymic nude and NOD scid gamma (NSG) female mice at 4-6 week old were purchased from ERO mouse facility in MD

Anderson Cancer Center. Rodent housing conditions used in this study are: temperature set point: 72F; high limit: 74F; low limit:

70F. Humidity set point: 45%; high limit: 55%; low limit: 40%. Light cycle: 12 hour light/dark.

No wild animals involved in this study.

This study didn't involve samples collected from field.

All the xenograft model experiments were performed in accordance with a protocol approved by the Institutional Animal Care

and Use Committee and Institutional Review Board at The University of Texas MD Anderson Cancer Center. The study is

compliant with all relevant ethical regulations regarding animal research.

To measure lipid peroxidation levels, cells were seeded in triplicate in 12-well plates 1 day before treatment, pretreated with
or without drugs for 24h, and/or then irradiated. After the cells were incubated for 24 or 48h, cell culture medium of each
well was replaced with fresh medium containing 5!M BODIPY 581/591 C11 dye (Invitrogen, D3861) for lipid peroxidation
measurements and incubated for 30min in a humidified incubator (at 37°C, 5% CO2). Subsequently, cells were washed with
PBS and trypsinized to obtain a cell suspension. Lipid peroxidation levels were analyzed by flow cytometry using an Accuri 6
cytometer (BD Bioscience). Fluorescence in channel 1 in live cells was captured using FlowJo software.




